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MEETING OF THE PANEL ON REVIEW OF 
MISCELLANEOUS EXTERNAL OTC DRUG PRODUCTS 

Twentieth Meeting 
August 5 and 6, 1977 

Parklawn Building 
Rockville, Maryland 

and 
Holiday Inn 

Bethesda, Maryland 

Panel Members Liaison Representatives 

William E. Lotterhos, M.D., Chairman 
Chester L. Rossi, D.P.M. 
Rose Dagirmanjian, Ph.D. 
Harry E. Morton, Sc.D. 
George C. Cypress, Jr., M.D. 
Marianne N. O'Donoghue, M.D. . 

Consumer Liaison (C.U.1 
Marvin M. Lipman, M.D. 

Industry Liaison 
Bruce Semple, M.D. 
Saul A. Bell, Pharm.D. (CTFA) 

Consultants 
A. Belmonte, Ph.D. 
Jon Tanja 

FDA Members 

John M.,Davitt, M.Sc. - Executive Secretary 
Michael D. Kennedy, B.Sc. - Panel Administrator 
Victor Lindmark, Phann.D. - Drug Information Analyst 

Statements made herein are provisional in nature and may be modified 
or revised in subsequent meetings of the Panel or in their final I- 
complete report to the Commissioner. 

i 

Whenever there is a lack of unanimity on any given point, the vote 
will be given. Regulations do not permit voting by the Liaison 
Z+mbers, Consultants, or FDA Staff Members. 
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Also Present: 

Billy C. Coats, 

Clinton Howard 

i 

Michele Deschenes 

Jim Wright . 

Bill Guinty 

J. K. Gwinner 

Pat Dsida 

Arthur Auer 

Aloe Vera of American, (Inc. (815177 only) 

AVA Cosmetics, Inc. (8/5/77 only) 

"The Pink Sheet" 

Marion Laboratories 

Marion Laboratories r, 

Procter and Gamble 

Westwood Pharmaceuticals 

FDA/Bureau of Drugs (8/5/77 only) 

Minutes: 

Minutes of the (18th) meeting were reviewed, amended and approved. 

General Panel Business: 

1. The agenda had indicated that Commissioner Kennedy and 

Dr. Gilbertson would meet with the Panel, but they were unable to , 

attend this meeting. 

2. The Panel has now nearly completed 3 categories of the 41 

therapeutic categories in the FEDERAL REGISTER's "Call for Data'? 

The Panel will pick up the deficiencies so as to complete these 3 

categories. 

Industry Presentation 

Mr. Billy C. Coats, President of Aloe Vera of America, Inc., 

Garland, Texas, spoke to the Panel on the aloe vera used in his 

product and submitted a compilation of background information to 
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each of the Panel members. He stated that the laxative principles 

in this plant are present only in the outer rind, and that the material 

his company uses is the clear gel occuring within the leaf. He said 

there is a stability problem with this material; it is subject to 

oxidation, with consequent color change and loss of activity. His 

firm (AVA) now has a patent on stabilized aloe vera gel and markets 

pharmaceuticals containing it, in Texas only. One such product is 

"Vagistat Vaginal Cream". Other of AVA's products are considered 

cosmetics, rather than drugs and are sold in interstate commerce. 

Mr. Coats discussed several of the published and unpublished 

studies which have been done on his products including: (1) an un- 

controlled efficacy study in animals by R. B. Northway (Vet. Med./ 

Small Animal Clinician Jan. 1975, p. 89), in which "Aloe 99" Gel, 

Cream and Lotion were used; In vitro studies on "Aloe 99" Gel (Oral -- 

Surgery, Oral Medicine and Oral Pathol. 27 (1): 122, 1969); and (3) 

toxicity studies done by Mr. Coats in collaboration with Dr. Mervin 

Grossman. All of these reports were included in the handout. 

Another of AVA's products is an aloe Vera-containing mouthwash 
z 

which one Texas dentist (Dr. Paul Carrington) reports he has used 

"on 80,000 patients". 

Mr. Coats said he had filed an IND several years ago for a fever 

blister medication containing aloe vera gel. Apparently there is some 

evidence that the product is virucidal vs H. simplex. - He said, however 

that the FDA had recommended extensive toxicity tests which the firm 

could not afford at the time. 
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Mr. Coats mentioned obtaining aloe vera leaves grown on a plantation 

in Mexico. In response to a Panel question, he said that aloe vera gel 

obtained from these leaves is used only in cosmetic products and that 

only domestic (Texas) leaves are used in the manufacture of any AVA 

product classified as a drug. I 
Among the efficacy studies presented were experiemnts with a 

H. simplex/rat tail model (International Chemical and Nuclear) and 

in vitro efficacy studies of Aloe 99 Gel vs Trichomonas (Drs. Zimmerman -- - 

and Simms). With regard to the antitrichomonal studies, Dr. Morton 

asked whether Mr. Coats thought a vehicle control would have been 

advisable. Mr. Coats said that, in retrospect, he would agree - 

the vehicle contained potassium sorbate as a stabilizer. 

Other clinical experience with AVA's aloe products, according 

to Mr. Coats, includes use by athletes. He said these products have 

been used by the Texas Rangers and the Dallas Cowboys. Moreover, 

Mr. Frank Medina, the Olympic trainer used them in the Canada Olympics 

last year. 

Mr. Coats said that the active components of aloe vera gel-that 

have been identified thus far are: 

1. Proteolytic enzymes 

2. Long chain muco polysaccharides 

3. Allantoin 

The Panel received the presented material as submission number 

160252. 
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Ingredients Discussed: 

Coal Tar 

A  report was presented on the safety of coal tar, which took 

into consideration the recent OTC coal tar symposium. The Panel 

concluded that coal tar should be tentatively placed in Category III 

for safety until the results of a retrospective study, now underway 

. at the Mayo Clinic, on the incidence of skin cancer in patients treated 

with coal tar preparations has been completed. 

A  discussion of the problem  of a lack of identity ensued concerning 

the constituents of crude coal tar. The Panel would like more infor- 

mation on: 

a. Uniform ity of batch-to-batch and company-to-company preparations. 

b. The Panel is aware of known carcinogens in coal tar (e.g., 

benz(a)pyrene). What fractions cause malignancy? 

Zirconium Compounds, 

On the basis of subsequent review, the Panel has revised its 

position on efficacy in Rhus dermatitis treatment. (Refer to m inutes 

of the May 16-17, 1976 meeting). These drugs are now in Category II 

with regard to both safety and efficacy. 

The matter of identity of active ingredient in the Rhus dermatitis 

remedies was also discussed. It is unclear to the Panel whether the 

material is always charged as zirconium  carbonate and assayed as 

zirconium  oxide, or is sometimes present as the oxide per se. - 

4 
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An extensively revised Panel report has been prepared and has 

been accepted for information. 

Salicylic Acid . 

An additional report has been accepted for information. One 

Panel member feels that 6 X salicylic acid should be considered gene- 

rally effective and safe as a keratolytic, and that higher concen- 

trations should not be distributed OTC. There was a lack of agree- 

ment with this position on the part of the other Panel members. 

The Panel's consultants have been asked to furnish a overall 

write-up on topical use of salicylic acid, including existing experi- 

mental data, influence of concentration and vehicle, and conditions 

and indications for use. 

Talc 

A Panel report has been prepared. Talc is placed in Category I 

(both safety and .efficacy) for use on intact skin as a lubricant 

and adsorbent. 1 

Camphor 

At our 15th meeting camphor was declared Category II for all 
f 

indications assigned to this Panel for review. This stand was taken 

in view of the safety issue. 

The Panel recognizes that other Panels have rated camphorin various 

categories (I, II and III> for other indications. This matter was 

discussed, and the Panel concluded that they can see no reason to change 

their previous opinion. 
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Future Meetings 

'The next Panel meeting is scheduled for September 30 - October 

1, 1977. Two additional meetings are planned for this year: October 

30-31 and December 11-12. 

Panel members were reminded to have reports distributed prior 

to the meeting for Panel member review. 
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SUMMARY MINUTES 
MISCELLANEOUS EXTERNAL OTC DRUG PRODUCTS 

Twenty-First Meeting 

September 30, 1977 
Parklawn Buidling - Rockville, Maryland 

and 

October 1, 1977 
Holiday Inn - Chevy Chase, Maryland 

. 

PANEL MEMBERS LIAISONS MEMBERS 

William E. Lotterhos, M.D., Chairman 
Chester L. Rossi, D.P.M. 
Rose Dagirmanjian, Ph.D. 
Harry E. Morton, Sc.D. 
George C. Cypress, Jr., M.D. (absent) 
Marianne N. O'Donoghue, M.D. 

Consultants 
Albert Belmonte, Ph.D. 
Jon Tanja, R.Ph. 

Consumer Union 
Marvin M. Lipman, 

CTFA 
Saul A. Bell, Pharm.D. 

Proprietary Association 
Bruce Semple, M.D. 

M.D. (absent) 

FDA STAFF MEMBERS 

' . Arthur E. Auer, B.Sc. - Executive Secretary 
Consumer Safety Officer 
Division of Cardio-renal Drug Products 

Michael Kennedy, B.Sc. - Panel Administrator 
Division of OTC Drug Evaluation 

Victor Lindmark, Pharm.D. - Drug Information Analyst 
Division of OTC Drug Evaluation r 

Decisions reported herein are provisional in nature and may be modified 
or revised in subsequent meetings of the Panel or in their final complete 
report to the Commissioner. 

Whenever there is a lack of unanimity on any given point, the vote 
will be given. Regulations do not permit voting by Liaison Members, 
Consultants, or FDA Staff Members. 

The summar 'y minutes for this meeting are contained i ,p 11 pages. 

Chairman 
William E. Lotterhos, M :.D. 
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O p e n  Pub l ic  M e e tin g  -  P r e s e n ta tio n s  

A . A loe  V e r a  G e l -  A loe  C r e m e  L a b o r a tor ies  i 

I C h e s te r  D e Z e i h , Director  o f Research  a n d  D e v e l o p m e n t, r e a d  a  p r e s e n ta tio n  

fo r  A loe  C r e m e  L a b o r a tor ies  with exhibits,  test imonials,  a n d  re fe rences  

to  s h o w  th e  va lue  o f p r o d u c ts c o n ta in ing  the i r  "A loe  V e r a  G e l as  a n  a id  

to  hea l i ng  o f al l  typ e s  o f m inor  b u r n s , cuts, c h a fin g , skin irr i tat ions 

a n d  abras ions" .  T h e  submiss ion  character izes th e  b o tanical ly  de r i ved  

"ge l "  a n d  r e p o r ts th e  an ima l  a n d  cl inical exper iences  a n d  lite r a tu r e  

re la ted  to  the i r  p r o d u c t. (Submiss ion  n u m b e r  1 0 6 1 9 6 ) . T h e  ge l  is 

de r i ved  f rom th e  leaves  o f "A loe  V e r a  B a r b a d e n s i s  L i n n e "  a n d  consists o f 

a b o u t 9 9 %  w a te r  a n d  1 %  sol ids. A lth o u g h  a  n u m b e r  o f c o m p o n e n ts o f th e  

sol id  h a v e  b e e n  chemical ly  d e fin e d ; ne i ther  th e  act ive pr inc ip le(s)  n o r  

th e  m e c h a n i s m  o f act ion h a v e  b e e n  establ ished.  

i 

I 

Five an ima l  stud ies  w e r e  re fe r e n c e d . F o u r  s u g g e s te d  i m p r o v e m e n t in  

a b o u t hal f  th e  tim e  o f c o n trol an ima ls  w h e r e a s  th e  fifth  (Ash ley)  

r e p o r te d  n o  b e n e fit. 

T h e  va lue  o f A loe  V e r a  G e l in  h u m a n  top ica l  u s e  is a c k n o w l e d g e : to  

b e  o n e  o f u tility a n d  exper ience  in  t reat ing severe  t raumat ic  les ions 

such  as  th i rd  d e g r e e  th e r m a l  b u r n s  a n d  acc identa l  i r radiat ion.  T h e  

submiss ion  sta tes  th a t n o  wel l -cont ro l led cl inical eva lua tio n  o f th e  

e ffect o f A loe  V e r a  G e l a n d  w o u n d  hea l i ng  a id  h a s  a p p e a r e d  in  th e  

l i terature. E ight  re fe rences  to  cl inical exper iences  a n d  eva lua tio n s  

in  pub l i shed  
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literature were listed suggesting some beneficial aid in the treatment 

of skin lesions. 

Mr. DeZeih suggested that there were some old studies which compared 

the product (base) with the active (gel). He was asked to submit 

this data. Mr. Herman Jass, Consultant to Aloe Creme Laboratories, 

was asked to submit a copy of a study published by Rowe and co-workers 

in the American Pharmaceutical Association Journal reporting on 

treatment of white rats with Aloe ointment. 

B. Salicylic Acid - Phillip R. Brachman, D.P.M. 

Dr. Brachman appeared on behalf of the Illinois College of Podiatric 

Medicine at the request of the Scholl Company. 

The College made a retrospective evaluation of the records of 3165 

patients treated in 1974 and surveyed 953 patients treated up through 

September, 1977 tot determine if any "admissions" were made because of 

treatment of corns with salicylic acid products. None were identified. 

Dr. Brachman did not evaluate or address the question of the effectiveness r 

of salicylic acid in corn and/or callus treatment and had no data on 

this subject. He also indicated salicylic acid was not used routinely 

or clinically to any significant extent by the Illinois College of 

Podiatric Medicine (ICPM) in the treatment of corns and/or calluses. 

-2- 
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a The Panel members pointed out that the percentage of sali,,ylic acid 

in corn treatment preparations was not an appropriate basis for comparison. 

A better basis for comparison would be the total amount of salicylic acid 

available per square centimeter of skin surface. 

Minutes 

The Panel approved the summary minutes for the joint meeting with 

OTC Antimicrobial II Panel on June 25, 1977. This constituted the 

official nineteenth meeting of this panel. 

The Panel also approved the summary minutes of the twentieth meeting 

of August 5th and 6th, 1977 with, editorial corrections. 

Introduction to Dr. Gilbertson, Director, Division of OTC Drug Evaluations 

Dr. Gilbertson outlined the large task before this panel and the 

importance the Commissioner placed on its completion in a timely and 

responsible manner. He explained that the approach of this panel 

will be somewhat different, in that, in place of one large report each 

therapeutic class will be the subject of a separate (monograph) report, 

e.g., thumb-sucking agents, skin bleaching products, etc. He.-also 

explained the three major development stages - i.e., proposal, tentative 

final, and final. The panel's work is targeted for completion in 1979. 

The relationship between FTC's responsibility for monitoring'0TC drug 

advertising and the FDA's final monograph was also explained. The idea 

-3- 
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is to  d e fin e  th e  labe l ing  te rms  in  th e  m o n o g r a p h  prec ise ly  so  th a t 

FTC 's e n fo r c e m e n t o f adver t is ing wi l l  b e  s impl i f ied to  restr ict ing 

u s e  o f te rms  a n d  c o n c e p ts to  th o s e  c lear ly  s tated in  th e  m o n o g r a p h . 

T h e  m o n o g r a p h s  wi l l  c o n ta in  fou r  s e g m e n ts: (A)  G e n e r a l  condi t ions,  

(B)  A c t ive In g r e d i e n ts, (C)  Test ing a n d  (D) L a b e l i n g . - 

T h e  P a n e l  w a s  a lso  a s k e d  to  exp la in  h o w  a  m a n u facturer  o r  sponsor  o f 

a  C a tegory  III ingred ien t  cou ld  g e t it in to C a tegory  I, i.e ., th e  

k inds  o f an ima l  o r  c l in ical  tests wh ich  shou ld  b e  d o n e  to  d e v e l o p  

th e  necessary  safety or  e ffec t iveness d a ta . 

Dr. G i lber tson e m p h a s i z e d  th e  impor tance  o f d o c u m e n tin g  p a n e l  j u d g e m e n ts 

so  th e y  a re  n o t eas i ly  over tu rned  in  s u b s e q u e n t admin is t ra t ive (hear ing)  

or  lega l  cha l lenges .  H e  p o i n te d  o u t th a t th e  fina l  m o n o g r a p h  w o u l d  b e  

a  "substant ive"  regu la t ion  ra ther  th a n  a n  " in terpret ive"  type o f rule.  

Final ly,  Dr. G i lber tson exp la ined  th a t a fte r  th e  fina l  repor t  is pub l i shed  

a n d  th e  c lock is runn ing  fo r  two years  o n  C a tegory  III p r o d u c tg , w e  

p r o p o s e  to  pub l i sh  th e  n a m e s  o f th o s e  c o m p a n i e s  wh ich  a re  g o i n g  to  d o  

tests in  th e  F E D E R A L  R E G IS T E R . T h e  p u r p o s e  is to  m a k e  it unnecessary  

fo r  every  m a n u facturer  o f a  p r o d u c t a ffec ted  to  d o  th e  s a m e  tests. They  

c a n  g e t to g e the r  a n d  share  responsib i l i ty  fo r  th e  test  d a ta  or  d o  it 

o n  the i r  o w n . 

-4 -  



Reports - General 

A. The Panel was provided with three working papers: 

1. General principles in testing topical preparations 
2. Criteria for evaluating safety and effectiveness of topically 

administered medications. 
3. Outline of monograph dealing with foot preparations 

Volume 4 of Ad.vances in Toxicology entitled "Dermato-Toxicology and 

Pharmacology" by Frances Marzulli and Howard Maibach, Holsted Press, 

1977 was'brought to the Panel's attention as a useful reference. 

B. The initial draft FEDERAL REGISTER proposal on Skin Bleaching 

Agents was provided to each Panel member for their review and comment 

before further processing. 

Reports - Ingredients 

The Panel reports submitted and categorized after discussion were: 

Ingredient Safety Effectiveness For 
9 . 

Thymol I 
Zinc Chloride ' I in cont. 

less than 2% 
Coal Tar III 

Benzethonium 
Chloride Tabled 

(in karaya/tragacanth 
as vehicle) 

Denatonium 
Benzoate 

Ferric Chloride 
Tabled 

II 

III as antipruritic only 
III corn and callus remov; 

I psoriasis; with 
warnings (3) 

Tabled anti-infective 

Tabled 
III 

thumb-sucking de:?-r - 
prevention cf rilUS 

dermatitis 

The Panel was informed that alkaloids of belladona, amyl salicylate, 

beeswax, benzalkonium chloride, camphor gum, ether, methylbenzethonium 

chloride, methyl salicylate, and sodium carbonate are not being used 

as active ingredients in corn pads, plasters and remedies, foot balm, 

baths and creams, and ingrown toenail preparations. 

-5- 
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It was suggested and agreed that where a submission lists the ingredients, 

the Panelshould determine as part of its deliberations whether it is 

considered active or inactive. 

Thymol 

The Panel moved and seconded a motion to put Thymol in Category 

111 for its antipruritic effect only in foot preparations. The motion 

was adopted. 

The effective concentration was suggested as 0.25 percent. 

Zinc chloride 

The Panel adopted a recommendation to consider Zinc chloride safe 

(Category I) in concentrations of less than 2 percent when used on 

corns or calluses. They further voted to place Zinc chloride in 

Category III - for effectiveness as corn and callus remover. 

After discussion, the panel suggested that a firm could move a product 

for corn or callus removal from Category II or III to Category I by 

conducting a controlled double-blind study with zinc chloride alone 
3 

or by providing additional information or data for evaluation. 

Coal Tar 

The Panel adopted a motion to classify crude coal tar, two to 

ten percent as Category I for efficacy for psoriasis. The Panel has 

-6- 
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previously placed coal tar in Category III for safety pending the report 

of the Mayo Clinic retrieving information regarding systemic and skin 

cancer. 

There was an extensive discussion of warning statements for coal tar 

products with-the agreed conclusion of the panel that three warning 

statements were appropriate for this type of product: 

(1) If rash gets worse, discontinue use. 
(2) If skin does not clear in ninety (90) days, consult your physician. 
(3) Do not use in groin. 

Camphor 

Camphor is used in a  lip balm (inactive ingredient). However, the 

Poison Control Center statistics for 1975 listed 47 reactions for 

camphor in a  lip balm, mostly in children under 5  years of age. This 

information was deferred for consideration at another meeting. 

Denatonium Benzoate 

The first report contained acute and chronic toxicity data. The 

second contained LD 50 type information. A final installment from the 
f 

Department of Housing and Urban Development should be received this fall. 

The Panel recognized that denatonium is a  bitter substance, but did not 

reach any conclusion, in its discussion, about its effectiveness as 

as "thumb-sucking deterrent". 

The Panel voted to table until further information was received. 

-7- 
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B e n z e th o n i u m  Ch lo r ide  ( in  K a r a y a /Tragacanth  as  a  Veh ic le )  

This  i ng red ien t was  in  a  sp ray -on  typ e  o f p r o d u c t fo r  p r o m p t * 

I 

c o n trol o f s u p e r ficial b l e e d i n g  a n d  p r e v e n t infect ion o f m inor  cuts, 

b u r n s , a n d  abras ions .  T h e  p r o d u c t c o n ta i n e d  g u m s  to  sto p  th e  b l e e d i n g . 

T h e  mechan ica l  sp ray -on  fe a tu r e  as  a  b a n d a g e  s u g g e s t it cou ld  b e  cons ide red  

a  dev ice  w h e r e a s  th e  b e n z e th o n i u m  ch lor ide  cou ld  b e  cons ide red  a  preservat ive  

( inhibi t .bacter ia l  g r o w th )  o r  to  p r e v e n t infect ion ( a n  a n tise p tic). T h e  
I 

P a n e l  a d m inistrator a g r e e d  to  g e t m o r e  in format ion a b o u t th e  p r o d u c t 

sta n d i n g  as  a  m e d icated "device" .  T h e  P a n e l  th e r e u p o n  vo ted  to  ta b l e  

th e  m a tte r  u n til m o r e  in format ion was  rece ived.  

Ferr ic  Ch lo r ide  

T h e  P a n e l  a d o p te d  a  m o tio n  ( r e c o m m e n d a tio n )  classi fying Ferr ic  

Ch lo r ide  as  C a te g o r y  II f rom th e  sta n d p o i n t o f safety d u e  to  s ide  

e ffects ( p i g m e n ta tio n  w h e n  u s e d  o n  d a m a g e d  skin). 

T h e  P a n e l  vo ted  to 'classify Ferr ic  Ch lo r ide  in  C a te g o r y  III fo r  e ffect ive- 

ness  as  a  p r e v e n tive  in  th e  t reatment  o f rhus  d e r m a titis wi th a  r e q u e s t 

th a t c o n tro l led stud ies  b e  p e r fo r m e d  " in  viva". 

A lcohols  

T h e  r e p o r t o n  seven  a lcoho ls  d iscussed a t th e  twelth m e e tin g , was  

b r o u g h t u p  to  g e t th e  P a n e l 's j u d g e m e n ts o n  safety a n d  e fficacy as  

a n tise p tics to  e n a b l e  th e  O T C  S ta ff to  d r a ft a  m o n o g r a p h . 

-8 -  
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Only denatured alcohol and isopropyl alcohol were submitted to the 

Panel.as single ingredient products. The Panel made the following 

judgements on safety and efficacy for antiseptic use: 

I 

Alcohol 

Methyl Alcohol 
Ethyl Alcohol 
Isopropyl Alcohol 
Cetyl Alcohol 
Stearyl Alcohol 
Benzyl Alcohol 

Safety Efficacy 

II Deferred 
I I 
I I 
I Deferred-not used 
I Deferred 
I II 

The Panel placed isopropyl alcohol in Category I for safety and efficacy 

as an antiseptic in concentrations of fifty (50) to ninety-one (91) 

percent because some moisture is needed for it to be an effective 

germicide. 

The Panel deferred'action on methanol until more information was 

obtained. 

The question of whether "acetone" is considered an active ingredient 

when combined with alcohol in products was raised. The reason for its 

presence was that it reduced surface tension and increased evaporation. 

The statement was made that it functions as a pharmaceutical aid. 

Although there was no objection, the Panel did not formally vote on the 

question. 

-9- 



Ethylene oxide as an ingredient with alcohol was also considered a 

pharmaceutical aid because isopropyl alcohol is a poor sporocide. 

Assignments 

Twenty-four (24) ingredients of foot corn pads, balms, and ingrown 

toenail remedies were assigned to panel members in blocks of four each. 

Meeting 

The next meeting is scheduled for October 30th and 31st at Bethesda 

Holiday Inn (30th) and Parklawn Building (31st). 

- 10 - 



Name Representing 

,’ 

'Attendance 

All Panel members were present except for: George C. Cypress, M.D. 

and Marvin M. Lipman, M.D. 

Guests in attendance included: 

Chester J. Dezeih, Director 
Research and Development 

Herman E. Jass, Consultant 
Carlisle H. Snell 
Phillip R. Brachman, D.P.M. 

Barry Brooks 
D. E. Harting 
John K. Gwinner 
Thomas DiNicola 
E. A. Trevson 
John Foder 
Billy*C..Coats 
Rosanne Justi, 
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Alo Creme Laboratories 

Alo Creme Laboratories 
I, (1 ,I 

Illinois College of Podiatric 
Medicine 

Scholl, Inc. 11 II 
Procter and Gamble 
Westwood Pharmaceuticals 
Bio-Evaluation, Inc. 
Texas Pharmacol 
Aloe Vera of America, Inc. 
"The Pink Sheet" 
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SUMMARY MINUTES 

1. The 28th meeting of the Panel was called to order on 

October 29, 1978 at 9~00 a.m. and a quorum was present. 

2. Commerce Drug Company (Dell Labs.), represented by Harry 

Gordon, Ph.D., William Jordan, M.D., Adalbert Vajay, Ph.D., 

presented safety and effectiveness data on 7.5 percent 

benzocaine gel for premature ejaculation. 

3. Benzocaine. The Panel voted to place benzocaine 5 to 10 

percent in Category I for safety and effectiveness as a 

premature ejaculation remedy. Benzocaine was placed in 

Category II for safety for use on abraded or broken skin, for 

stasis dermatitis, leg ulcers, chronic dermatosis, foot balms, 

contact diaper rash, or for use on children under the age of 2. 

4. Camphor. The subject of the accidental ingestion of 

camphorated oil due to its being mistaken for castor oil has 

recently been editorialized in the trade press. Also, the 

Panel received a recent submission from the American 

Pharmaceutical Association requesting that Camphorated Oil be 

placed in Category II as not safe. 

^ . . : 
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(a) Effectiveness. The Panel extensively discussed 

camphor and the following motions were voted upon: Camphor in 

any concentration, Category II, as an antipruritic was defeated 

(2 for, 3 opposed); 

Camphor in any concentration, Category II, as an 

antiinfective was approved unanimously, 

Camphor in any concentration, Category II, for analgesia, 

was defeated (1 for, 3 opposed, 1 abstention); 

Camphor in any concentration, Category II, as a 

counterirritant, was defeated (2 for, 3 opposed); 

Camphor in any concentration, Category II, as a 

rubefacient, was defeated (2 for, 3 opposed). 

In summary Camphor was placed in Category III for 

effectiveness testing for antipruritic, analgesic, 

counterirritant, or rubefacient indications - approved 

unanimously. 

(b) Safety. Camphor, Category I for safety, in any 

container, up to and including 5 percent. 

Camphor, Category I for safety, in a concentration above 

percent up to and including 20 percent, when packaged in a 

distinctive container to prevent oral ingestion, and in a 

container not to exceed 30 ml for a liquid. Motion approved 

for, 2 abstentions, none opposed). 

i .z_ 
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Camphor, Category I for safety, in a concentration above 5 

percent up to and including 20 percent in an ointment or cream, 

when packaged in a container of any size. Motion approved (3 

for, 2 abstentions, none opposed). 

The Panel recommended to FDA (and any other Agency having 

an interest) that regulatons be promulgated to require that 

camphorated oil be placed in a distinctive container to prevent 

oral ingestion, and in a container not to exceed 30 ml. This 

motion was approved unanimously. 

5. Cresol, aqueous saponated cresol, cresol with camphor. 

The Panel voted to place all concentrations of cresol alone, 

aqueous saponated cresol solutions, or cresol in combination 

with camphor, in Category II as an antiseptic or astringent. 

6, Lard. Lard, for use in foot products as a skin protectant, 

or as a lubricant, was placed in Category II for effectiveness 

because of no submissions and the lack of acceptable data 

available to the Panel. 

7. Cottonseed oil. Cottonseed oil, for use in foot products 

as a skin protectant, or as a lubricant, was placed in Category 

II for effectiveness because of no submissions and the lack of 
z 

- acceptable- data available to the Panel. 
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8. Hair growing remedies. The Panel questioned the use of 

antimicrobials err the scalp as beneficial for hair growing. 

The Panel requested that an outside expert, Dr. Norman _ 

Orentreich be invited to address the Panel on the subject of 

hair prodticts, their antiseptic qualitites, and the rational 

for use of ingredients on the scalp as related to hair growing, 

9. Benzethonium chloride. The Panel defeated a motion that 

benzethonium chloride, in an aqueous concentration of 1:500, be 

Categbry I for effectiveness as an antiseptic for use on the 

hair and scalp. 

The Panel motion to place all concentrations of 

benzethonium chloride in Category III for effectiveness, as an 

antiseptic-antimicrobial for use on the hair and scalp, was 

approved with one dissenting vote. 

10. Tar oils (crude coal tar oil). The Panel voted to place 

tar oils (crude coal tar oil) in Category III for safety and 

effectiveness for use on the scalp for psoriasis, and made a 

preliminary determination of Category III for use as a hair 

I 

grower. 
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11. Amino acids, ascorbic acid, essential oils, fatty acids. 

Amino acids, ascorbic acid, essential oils, and fatty acids for 

external use as hair growers, were placed in Category II for 

effectiveness because of no submissions and the lack of 

acceptable data available to the Panel. 

12. Foot balms and foot lotions. Nomenclature: The Panel 

regards "foot baths" and "foot.soaks" as synonymous. 

13. Calcium acetate - aluminum sulfate in combination to form 

aluminum acetate, in Category I for effectiveness when the 

combination is dissolved in an appropriate amount of water, as 

directed in product labeling, for use as a wet dressing or 

soak, as an astringent, and/or for relief of inflammatory skin 

conditions. 

14. Aluminum acetate. The Panel voted unanimously to place 

aluminum acetate in Category III as an antimicrobial agent. 

15. Skin antiseptic. The Panel adopted the definition of 

"skin antiseptic" as set forth in the OTC Topical Antimicrobial 

Products and Drug and Cosmetic Products Report (39 FR 33114). 

Claims stating or implying an effect against microorganisms 

must be supported by controlled human studies which demonstrate 

preventation of infection." 
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The Panel approved the following motion on the labeling of 

wet dressings: "Labeling should. include the following 

information: directions for applying the wet dressing; a 

statement that if the condition worsens, discontinue use :and 

consult physician; for external use only; keep away from eyes; 

keep out of reach of children; after reconstitution, label the 

container as to contents; as a dressing, do not use plastic 

or other impervious material to prevent evaporation; discard 

solution after use; if stock solution is made, label statement 

as to'duration of stability of the stock solution." 

16. Combinations of foot balm and foot lotion formulations 

were considered by the Panel. Formulations containing 

specified amounts of aluminum sulfate, sodium bicarbonate, 

carbowax, calcium acetate, and white potato dextrin were 

classed as Category I, for safety and effectiveness. 

Foot powder combinations containing specified amounts of 

calcium acetate, aluminum acetate, and potato dextrin were 

classed as Category I for safety and effectiveness. 

17. Sucrose octoacetate in concentrations up to and including 

6 percent was placed in Category I for safety as a nail biting 

and thumb-sucking deterrent and Category III for effectiveness. 
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18. Zinc sulfate for use in foot products was placed in 

Category II, for effectiveness because of no submissions and 

the lack of acceptable data available to the Panel. 

19. A copy of the report on "warts" was distributed to all 

panelists for their review and comment. 

20. It was announced that the Panel's "Skin Bleaching* report, 

together with the FDA proposed monograph will be published in 

the FEDERAL REGISTER of November 3, 1978. 

21. The Panel's next meeting was scheduled for January 14 and 

15, 1979, 

The Panel adjourned on October 30th at 3:30 p.m. 
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SUMMARY MINUTES 

1. The 31st meeting of the Panel was called to order on 
May 18, 1979 at 9:00 a.m. A quorum was present. 

2. George W. Rogers, M.D., Consumer Products Division, 
Winthrop Laboratories, presented information on the 
marketing experience of Campho-Phenique as proof of the 
safety. Over the years, millions of ounces of 
Campho-Phenique have been sold. In those instances of 
accidental ingestion, which have been reported to the firm, 
there were no fatalities or serious adverse reactions. In 
1978, two reports of accidental ingestion by young children 
were reported to the company. After stomach emptying, both 
children recovered uneventfully. Campho-Phenique is 
presently marketed in distinctive bottles with a choice of 
a conventional screw-cap closure or a child-proof closure 
for use in households having young children. 

3. Panel discussion of Wart Remover Draft Report--The 
Panel reviewed and completed its draft report on OTC wart 
remover products. 

A. The following single active ingredients were discussed: 

(1) Acetic Acid-- The decision was made to have acetic 
acid declared on the labeling in terms of 
percentage of glacial acetic acid. Glacial acetic 
is defined in the U.S.P. as being 99.5 to 100.5 
percent, by weight, of acetic acid. Since the 
specific gravity of glacial acetic acid is 
approximately 1, the percentage of glacial acetic 
acid will be the same whether expressed in terms 
of weight to weight or volume to volume (1% 
glacial acetic acid being equal to 1 gm or 1 cc 
glacial acetic acid per 100 gms or 100 cc of 
product). This method of declaration will 
suitably define the amount of acetic acid when 
present as an active ingredient in any given wart 
remover product. 

(2) Ascorbic Acid --The Panel placed this ingredient in 
Category III for both safety and effectiveness for 
topical use in wart remover products. 
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(3) Calcium pantothenate-- This ingredient was placed 
in Category III for both safety and effectiveness 
for topical use in wart remover products. 

B. The following combinations of active ingredients were 
discussed: 

(1) 

(2) 

(3) 

(4) 

(5) 

Pnesthetic ingredients --The Panel decided that any 
OTC wart remover combination product that contains 
any anesthetic is Category II-because the presence 
of any anesthetic dould seriously compromise the 
safe use of the product by the layman. 

Ascorbic acid-- all combinations that contain this 
ingredient are Category III for both safety dnd 
effectiveness. 

Calcium pantothenate-- all combinations that 
contain this ingredient are Category III for both 
safety and effectiveness. 

Lactic acid-- (2 to 17%) in combination with 
salicylic acid (2 to 17%) in collodion--this 
combination was placed in Category I for both 
safety and effectiveness. The Panel also 
concluded that the combination of lactic acid and 
salicylic acid is more effective than either 
ingredient whtrn used alone as a wart remover. 

Salicylic acid and acetic acid--in a collodion 
base was placed in Category III for effectiveness 
for use as a wart remover. 

4. Camphor-- the Panel reviewed the safety and 
effectiveness of OTC camphor containing products intended 
for external use. 

a. Safety-- Because of an adverse risk (accidental 
ingestion) to benefit ratio, the Panel concluded 
that a camphor concentration of 2.5% or greater is 
Category II for safety in any OTC product for 
external use. 

b. Effectiveness --the Panel concluded that camphor is 
Category II for effectiveness for any topical use 
in any concentration. 
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5. Foot products including ingrown toenail remedies 

. 
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A. Single ingredients 

(1) Aluminum acetate --this ingredient is Category III 
for both safety and effectiveness as a wet 
dressing or solution for use on the foot. 

(2) Sulfur --when present in a suitable base, is 
Category III for both safety and effectiveness as 
a keratolytic and as a topical antifungal agent. 

B. Combination(s)-- the combination of tannic acid (25%), 
chlorobutanol (1 to S%), and isopropyl alcohol (50 to 91%) 
was placed in Category I for safetlr and effectiveness for 
the "temporary relief of ingrown toenails." 

6. Lead Acetate. Lead Acetate in a concentration of 0.005 
percent was placed in Category I for safety and Category II 
for effectiveness for the treatment of dandruff or 
seborrhea. 

7. Foot powders. Urea, in concentrations of 10 to 20%, 
was placed in Category I for safety and effectiveness for 
use as a keratolytic on rough dry skin of feet. 

8. Dandruff and seborrhea--the Panel considered 
definitions for these terms. A panelist objected to the 
consideration of dandruff as a drug claim. -FDA staff 
suggested that the scaling and itching of dandruff is a 
condition affecting the scalp. Accordingly, the term 
dandruff may be considered as a drug claim. 

9. Physiology of the skin-- the Panel accepted a report by 
one of the Panel members and directed that this report be 
appended to the Panel's summary minutes of this meeting. 

10. The Panel approved the summary minutes of its previous 
meeting March 18 and 19, 1979. 

11. The Panel's next meeting was scheduled for August 3 and 
4, 1979. 

The Panel adjourned on May 19 at 3:00 p.m. 
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PHYSIOLOGY OF THE HUNAN SKIN 

The skin consists of several functional units. It can 

be divided into (1) the epiderm is, which contains the 

keratinocyte, m elanocyte, and Langerhans' cells, hair 

follicles, sebaceous glands, apocrine glands, and eccrine 

glands; (2) the derm is, which contains fibroblasts, 

histiocytes, m ast cells, lym phocytes, and plasm a cells (in 

ground substance and fibrin), and (3) the systems with 

which the skin m ost clearly connects--the vascular, 

neural, myeloid, and reticuloendothelial (lym phocyte). 

It will be our prim ary concern to study the physiology 

of healthy skin with reference to its m ain function--that 

of a barrier to the outside environm ent. 

The cellular structure of the epiderm is consists of 

the (a) basal cell layer (new cells are proliferating 

laterally and vertically at a high rate of duplication); 

(b) m alpighian cell layer (cells here differentiate and 

m ature); (c) the granular layer (this population is 

loosing its nuclei and undergoing cell death--it is m arked 

by intracellular granules of unknown structure and 
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function), and (d) the stratum  corneum (this layer 

consists .of flattened squames which become strongly packed 

together. This layer on the palms and soles also includes 

a clear layer called the stratum  lucidum which adds to the 

important stress that the skin on the palms and soles has.) 

The melanocyte synthesizes pigment to protect the skin 

from  sunlight. The Langerhans' cell function has not been 

clearly defined as yet. According to Rudolf Baer, it may 

have something to do with allergic reactions. 

The epiderm is has several interruptions in the 

otherwise firm  keratin barrier, such as pilosebaceous 

units, eccrine glands, and apocrine glands. This 

interruption allows for the egress of sebum and sweat. 

Sebum is the skin surface film  made by the sebaceous gland 

and the lipid of keratinization. It consists of 

triglycerides, mono and diglycerides, fatty acids, wax 

esters, squalene, sterols, sterol esters, and diol 

esters. Sebum has been thought to offer barrier 

protection, regulate percutaneous absorption, emulsify the 

skin, and contain a Vitamin D precursor. There is no 

absolute proof of function for sebum at this time. The 

eccrine sweat gland functions primarily in heat 7. 
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regulation. The apocrine glands are only fqund in certain 

areas of the body. They are not usually found on the foot. 

The cornified layer functions as: 

1. The body's major barrier. It's 

vital properites consists of the 

follow-ing: 

a. Relative impermeabilipy to water 

and electolytes that prevent 

dehydration by loss of internal fluids 

and limits penetration by external 

fluids and gases. 

5. Resistance against damaging 

corrosives. 

C. Physical toughness that mutes the 

injurious effect of external trauma 

such as mechanical injury (this is 

especially important on the foot). 

d. Righ electrial impedance that 

restricts passage of electrical current. 

e. Relatively dry surface that retards 

proliferation of microorganisms. 

.- , 
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2. A rate-limiting membrane for 

passage of water and other molecules 

between the "wet" internal environment 

of the body and the "dry" external 

environment. 

3. A reservoir for topical medications 

(Ref. 1). 

There are three pathways by which external substances 

can be transported through the skin. The first is by 

direct diffusion through the cells, the second is by going 

through the intercellular pathway, and the third is 

through the pilosebaceous units. 

"During the first stages of transepidermal transport, 

before diffusion reaches a steady state, the adnexal 

orifices are the principal pathways for penetration. The 

adnexal shortcut to percutaneous absorption is taken by 

molecules with very low permeability coefficients and 

large molecules" (Ref. 2). Only during the first five 

minutes immediately after the application of the test 

substances is absorption through the appendages greater 

than that through the stratum corneum (Ref. 3). 

Transappendageal absorption occurs by diffusion and -- 
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involves water and water-soluble substances primarily. 

After this initial phase, however, most of the 

percutaneous absorption takes place across the stratum 

corneum, which has a much greater surface area than do the 

hair follicles and sweat ducts through the intercellular 

route. Only water and low molecular weight molecules such 

as polar alcohols pass. 

Most molecules go through the cell membrane and the I 

cells of the cornified layer. Once through the cornified 

laver there is little resistance to transport to blood 

vessels and lymphatics in the papillary dermis. Because 

of this, the importance of the barrier function of the 

stratum corneum must be stressed. Only in the last decade 

has it been realized that this barrier function is not 

limited to the lowest layer of cells in the stratum 

corneum, but rather can be attributed to its entire 

thickness (Ref. 2). The passage of water across the 

intact stratum corneum can be directly correlated with 

known mathematical principles of water diffusion without 

invoking the concept of active transport mechanism. A 

concentration gradiant is probably the sole driving force 

behind the percutaneous absorption across the stratum 
.I 

I 
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corneum. Hydration of the stratum corneum increases its 

permeability. 

The factors affecting the absorption of substances 

through the skin are several. For example, the anatomical 

site of the skin on the palms and soles is 600 microns in 

depth and is less permeable than skin in other regions 

with a thickness of lo-15 microns. The intertriginous 

areas (creases and folds) have greater absorption. Eyelid 

and scrotal skin is the thinnest. 

The local cutaneous circulation affects absorbtion. 

A person could absorb more of a chemical on cheek skin 

with its increased vasculature than from the skin on the 

tips of the fingers or toes with decreased vascular bed. 

Another fatter that affects skin absorption is the 

temperazure of the skin. An increase in skin temperature 

causes an increased absorption through the skin and vice 

versa. 

In addition to the above absorption factors, neonatal 

skin is more permeable, while aged skin is a special 

problem. 

"The water content of the stratum corneum is probably 

lower in the older person. This may well be related to 
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changes in the surface lipids and to a r,esultant decrease 

in its water holding capacity" (Ref. 2). All of this can 

result in chapping and dryness. Older patients may have 

decreased tolerance to some compounds because the barrier 

is not intact. However, because of the decreased lipid 

content of the skin, there is less absorption of a topical 

substance. Aged skin has atrophic pilosebaceous 

apparatuses. This can cause less permeability. It is a 

known fact that older patients have a lower incidence of 

contact dermatitis. This may be because of less 

percutaneous absorption, or because the immunological 

system is not as responsive in old age. Older skin has 

less subcutaneous fat which should allow for quicker 

passage to the blood vessesl, but because the barrier 

lacks lipids, this has not been a problem. 

The nature and absorption characteristics of the 

vehicle affects the rate and quality of absorption. 

The greater the drug concentration in the vehicles, 

the greater the amount available to the skin (providing 

the drug doesn't want to stay in solution (Ref. 4)). The 

partition coefficient of the drug between membrane and 

vehicle will help to determine the amount of absorption, 
._, r_ 

i.e.: 
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Km=Drug concentration (barrier) 
Drug concentration (vehicle) 

A Km of 2 signifies that a drug is 2 x more soluble in the 

barrier than it is in the vehicle. Whereas, a Km of 0.5 

signifies the reverse. This is the driving force of the 

product through the membrane. Increasing the lipid 

solubility favors the penetration of drugs through the 

skin. E. G. Scheuplein studied homologous alcohols 

methanol--octonal. The highe'r the number, the better 

absorbed was the alcohol. Km is dependent upon the nature 

of the vehicle. 

The diffbsion coefficient factor of the drug in the 

membrane is a measure of the extent to which the matrix of 

the barrier interacts and restricts the mobility of the 

drug, and is, therefore, dependent upon both the nature of 

the drug and the nature of the barrier. The stratum 

corneum is thick and this alone decreases absorption. The 

size of the molecule or its polar group can affect a 

decreased absorption. I ' 

Affecting the absorption is the barrier thickness, as 

well as, location, hydration, and blood flow; furthermore, 

if the vehicle injures the stratum corneum, there can be 

increased absorption. 
_ . 

a 
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Ionic and nonionic surface active agents are widely 

used as emulsifiers and detergents (Ref. 5). These 

surfactants damage the barrier layer of the skin even in 

concentrations as low as 1 percent. Certain nonaqueous 

bases promote penetration by producing structural or 

chemical damage in the barrier layer. Many of these 

vehicles are aprotic material, accepting rather than 

donating protons. Dimethyl sulfoxide (DMSO), 

dimethylacetamide, and dimethylformamide are exampLes of 

these vehicles. Low molecular weight volatile solvents 

such as ether, methanol, ethanol, and acetone may also 

damage the skin's barrier layer. This occurs because of 

lipid extraction. 

The properties of the penetrating molecule will effect 

the absorption capability. 

A change in the pH of the applied solution influences 

absorption indirectly by altering the ionization of the 

compound. Ionization decreases the passage of chemicals 

through the stratum corneum. 

Lipids and lipid soluble substances pass easily, but 

small molecules, that are both water and lipid soluble, 

are more easily absorbed. 
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In conclusion, if the epidermis is intact, the barrier . 

is intact. Vehicles which destroy the barrier, such as 

detergents and solvents, can have increased absorption. 

Vehicles which duplicate the physiology of the skin can 

have increased absorption. All of the variables mentioned 

above must be taken into consideration when applying any 

agent topically to the skin. 
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SUMMARY MINUTES 

1. The 32nd meeting of the Panel was called to order on 
August 3, 1979 at 9:00 a.m. A quorum was present. 

2. Dr. George F. Hoffnagle, V.P. for Scientific and 
Regulatory Affairs, VICK RESEARCH, RICHARDSON MERRELL, 
recommended that camphor be placed in Category III for 
effectiveness for all combination dosage ranges that are 
before the Panel and that camphor be placed in Category I 
for safety in concentrations up to 5 percent, weight to 
volume. (In the submissions to the Panel camphor, as a 
single ingredient or in combination with other 
ingredients, is present in a concentration range of 0.1 to 
65.8 percent.) 

Further action on camphor was deferred until the next 
meeting. 

3. Panel discussion of Wart Remover Draft Report--The 
following single active ingredients were discussed: 

Ascorbic acid and calcium pantothenate, either alone 
or in combination with other ingredients, were changed 
from Category III to Category II because of no data to 
show effectiveness as a wart remover. 

4. Sulfur in foot care products-- Sulfur will most likely 
be considered as a keratolytic agent. The Panel has not 
fully characterized the role of sulfur in foot care 
products but will develop an appropriate definition for 
its use in such products. 

5. Menthol-- The decision was made that menthol be 
considered as an analgesic or as an antipruritic. 

6. Ethyl alcohol --was placed in Category I for safety and 
effectiveness for antimicrobial action in concentrations 
of 60 to 95 percent either by weight or by volume. 

7. Isopropyl alcohol --was placed in Category I for 
effectiveness for antimicrobial action in concentrations 
of 50 to 91 percent. 

8. Cetyl alcohol-- as an active ingredient was placed in 
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Category I for safety in concentrations of 8 percent or 
less and Category II for effectiveness for antimicrobial 
action. 

9. Stearyl alcohol-- as an active ingredient was placed in 
Category I for safety in concentrations of 8 percent or 
less. (No judgment has been made on effectiveness since 
the Panel regards this ingredient as a pharmaceutic aid.) 

10. Benzyl alcohol --as an active ingredient was placed in 
Category II for effectiveness for antimicrobial action in 
concentrations of 4 percent or less in aqueous solution. 
(Panel previously characterized this ingredient as 

Category I for safety in concentrations of 10 percent or 
less.) 

11. Phenoxyacetic acid --was placed in Category III for 
safety and effectiveness as a corn and callous remover. 

12. The following ingredients were placed in Category II 
for effectiveness as a hair grower because of no 
effectiveness data: 

Wheat germ oil 
Coconut oil 
Isopropyl alcohol 
Methyl ethyl ketone 
Sulfonated vegetable and mineral oils 
Ammonium lauryl sulfate 
Di-isobutyl ethoxy ethyl dimethyl benzyl ammonium 

chloride monohydrate 
Crude coal tar 
Tetracaine hydrochloride 
Benzoic acid 
Ascorbic acid 
Oil of eucalyptus 
Olive oil 
Proteins 
Vegetable oil 
Topically applied vitamins 

13. The following ingredients were placed in Category II 
for effectiveness as antidandruff, antiseborrheic agents 
because of no scientific evidence or data: 
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Benzocaine 
Cholesterol 
Cresol 
1, 3-dihydroxy-2-ethyl hexane 
Entsufon 
Hydroxypropyl methylcellulose 
Liquid parafin oil 
Sodium chloride 
Stearic acid 
Sulfosuccinate sodium salt 
Triethanolamine lauryl sulfate 
Undecylenic acid monoethanolamide 

14. The following ingredients were placed in Category IT 
for lack of effectiveness of use in corn pads, corn 
plasters, and foot remedies: 

Iodine 
Panthenol 
Thymol 
Vitamin A 

15. Sodium borate --was placed in Category II for 
effectiveness as an antidandruff, antiseborrheic 
dermatitis, or antiseborrheic agent. 

1.6 . Boric acid --was placed in Category II for 
effectiveness as an antidandruff, antiseborrheic 
dermatitis, or antiseborrheic agent. 

17. The Panel adopted the following definition for a 
powder: 

A homogeneous dispersion of finely divided relatively 
dry particulate material consisting of one or more 
substances. 

18. The Panel approved the summary minutes of its 
previous meeting held on May 18 and 19, 1979. 

19. The Panel's next meeting was scheduled for September 
28 and 19, 1979. 

The Panel adjourned on August 4, 1979 at 1:00 p.m. 
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Thirty-S e v e n th  M e e tin g  
M a r c h  7  a n d  8 , 1 9 8 0  

, Park lawn  B u i ld ing 
Rockvi l le,  Mary land  

a n d  
Mar r io tt H o te l  

B e th e s d a , Mary land  

P a n e l  M e m b e r s  L ia ison Represen ta tives 

W il l iam  E . L o tte rhos , M .D. C o n s u m e r  L ia ison (C-U.) 
C h a i r m a n  Marv in  M . L i p m a n , M .D. 

Rose  Dag i rman j ian , P h . D . 
Harry  E . M o r to n , S C . D . Indus try L ia ison 
M a r i a n n e  N . O 'Donoghue , M .D. S a u l  A . B e ll, P h a r m . D . 
Y e lva L . Lyn fie ld , M .D. . 
Ches ter  L -  Rossi ,  D .P .M . Consu l ta n ts 
J. Rober t H e w s o n , M .D. (absen t) A . B e l m o n te , P h . D . 

Jon  Tan ja , M .S ., R .P h . 

F D A  M e m b e r s  

John  M cElroy,  J-D. -  P a n e l  A d m inistrator 
T o m  M cGinnis ,  R .P h . -  D rug  In fo r m a tio n  Specia l is t  
C o n r a d  J. L e d e t -  C o n s u m e r  S a fe ty O fficer (absen t) 

S ta te m e n ts m a d e  here in  a re  prov is ional  in  n a tu re  a n d  m a y  b e  
m o d i fie d  or  rev ised in  subsequen t m e e tings  o f th e  P a n e l  o r  in  
its fina l  comp le te  repor t to  th e  C o m m issioner.  

W h e n e v e r  the re  is a  lack o f unan im i ty o n  any  g iven  -go in t, th e  
vo te  wi l l  b e  g iven , Regu la tions  d o  n o t pe rm i t vo t n g  by  th e  
L ia ison M e m b e r s , Consu l ta n ts, o r  F D A  S ta ff M e m b e r s '; 

0  
C h a i r m a n  
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SU!+lARY MINUTES 

. 

1. The meeting was called to order on March 7, 1980. 

2. Scholl, Inc. represented by Barry Brooks, J.D., 
submitted data and information on an audit of an IBT study 
on the safety and effectiveness of Onixol - a product 

. 

containing sodium sulfide for the temporary relief of the 
pain and discomfort of "ingrown toenail." 

Whitehall Laboratories, represented by Joel Hertz, Ph. D., 
presented information relating to the combination of-tannic 
acid and chlorobutanol to substantiate epidermal hardening 
in the treatment of "ingrown toenail." 

Abbott Laboratories, represented by Arnold Winfield, R. 
Janicki, Ph..D., J. Resterson, Ph. D., B. Bopp, Ph. D., D. 
Anderson, Ph, D., presented information on the safety of 
selenium sulfide. Reported were two chronic toxicity 
studies, run by NCI, on Swiss mice utilizing the dermal 
application of selenium sulfide. These studies did not 

( I 
show a carcinogenic effect. 

0 
Vick Inc., represented by-George F. Hoffnagle, SC. D,, 
commented on the Panel's report on Camphorated Oil. Vick - 
was concerned that the Panel's report, placing 20 percent 
camphor in cottonseed oil in Category II for safety and 
effectiveness, did not reflect on other dosage forms using 
lower concentrations of camphor. Attention was called to 
previous Vick submissions relating to, among other things, 
the external use of 4-7 percent concentration of camphor in 
petrolatum for antitussive effect. Preliminary studies 
indicate the effectiveness of camphor in raising local skin 
temperature by external applications for counterirritant 
effect. The company will conduct a further well-cyntrolled 
comparative study to scientifically confirm the e'fect of 
camphor on skin temperature. -* i .- _ : 
3. Camphorated Oil Report - The Panel, after making minor 
changes in its report, voted unanimously to adopt the 
Camphorated Oil Report as amended. 

. 
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4. ____ ---___~-- - Male Genital Descnsitizi3 Drug Products Report - The -__----- -- 
Panel deferred action on its report until its next meeting 
in order to hear urologist opinions on the claimed 
effectiveness of benzocaine or lidocaine for the treatment 
of premature ejaculation. It approved the use of water . 
soluble bases only for benzocaine and lidocaine 
formulations and stated that a metered pump or aerosol 
container for lidocaine would be safe for OTC use provided 
the dose is limited to not more than 120 mg, The Panel is 
concerned that not more than 120 mg lidocaine be applied 
per dose. Kanufacturers may have metered or unmetered 
dosage forms. If unmetered, the pressurized can may 
contain no more than 120 mg lidocaine- If metered, 
directions must indicate that not more than 120 mg -. 
lidocaine may be applied per dose. 

5. Corn/Callus Report - The Panel deleted from its report 
the concentration of 2-6 percent salicylic acid. This 
action was taken because the data before the Panel related 
to keratolytic action on normal skin and not on corn and 
callus lesions- The Panel did not receive any drug product 
submissions for corn or callus treatment with less than 12 
percent salicylic acid. The topical dosage for hard corn 

i 
and callus is a 12-40 percent salicylic acid preparation in 

0 

plasters, pads, and discs, OK 12-17.8 percent salicylic \ acid in a collodion vehicle. 

6. Dandruff and Seborrhea Drug Products Report . 

Tar Shampoos 

Tar in shampoos (Coal tar, pine tar, or juniper tar) was 
placed in Category I for both safety and effectiveness in 
the treatment of dandruff. 

Selenium sulfide 

Selenium sulfide 1 percent was accepted as safe and 
effective for the indication "helps control dandruff, 
itching, and flaking with regular use." 

7. Ingrown Toenail Report - The Panel accepted the audit 
of an IBT study by Scholl and moved sodium sulfide to 
Category I for effectiveness as a nail softener for use in 
the treatment of "ingrown toenail." 

I 
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Tannic acid remains in Category III alone or in combination \ 
with chorobuthnol. An additional in vivo study using ~__- 
tannic acid alone is needed to show effectiveness. 

8, Mercury Drug Products Report 
\ 

Thiomerosal (merthiolate) i i, 
Thiomerosal was placed in Category II for safety as a 
preservative in any preparation that is likely to come 
in contact with the skin, and in Category I1 for 
effectiveness as a skin antiseptic in any 
concentration. (Vote 5 for, 1 against.) 

Orthohydroxyphenylmercuric chloride 

Orthohydroxyphenylmercuric chloride was placed in 
Category. I for safety in a concentration of 0.056 
percent, and in Category II for effectiveness 
as an antiseptic and for "healing." 

Phenylmercuric nitrate 

Phenylmercuric nitrate was placed in Category I for 
safety in a concentration of l:lO,OOO, and in Category 
II for effectiveness as an antiinfective (l:lO,OOO) and 
as a "healing" agent. 

9. Minutes - The Panel approved the minutes of its 
previous meeting, January 27 and 28, 1980. 

10. The Panel scheduled its next meeting for April 20 and 
21, 1980. 

e- 
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A . B e l m o n te , P h . D . 
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F D A  M e m b e r s  
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S ta te m e n ts m a d e  here in  a re  prov is ional  in  n a tu re  a n d  m a y  
b e  m o d i fie d  or  rev ised in  subsequen t m e e tings  o f th e  P a n e l  
o r  in  its fina l  comp le te  repor t to  th e  C o m m issioner.  

W h e n e v e r  the re  is a  lack o f unan im i ty o n  any  g iven  po in t, 
th e  vo te  wi l l  b e  g iven . Regu la tions  d o  n o t pe rm i t vo tin g  
by  th e  L ia ison M e m b e r s , Consu l ta n ts, o r  F D A  S ta ff M e m b e r s . 

C h a i r m a n  
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S U M M A R Y  M I N U T E S  

T h e  m e e tin g  was  ca l led to  o rder  o n  June  2 2 , 1 9 8 0  a t 
9 :0 0  *a.m .. 

1 . Herber t Lap idus , P h . D ., o f C o m b e  Inc ., in t roduced 
M r. Mark  Tay lor  w h o  submi tte d  a  p ro toco l  fo r  th e  
compar i son  o f phenoxyace tic ac id  as  a  corn  a n d  cal lus 
remover  aga ins t th e  k n o w n  ac tio n  o f sal icyl ic acid.  T h e  
firm  reques te d  th a t th e  P a n e l  de lay  a d o p tin g  its repor t 
pend ing  comp le tio n  o f th e  firm 's study, pro jec ted fo r  
O ctober  1 9 8 0 . T h e  P a n e l  dec ided  to  p roceed  with its 
repor t a n d  n o te d  th a t th e  firm  wou ld  have  a m p 1 .e  
oppor tun i ty to  submi t d a ta  fo l lowing publ icat ion o f th e  
P a n e l  repor t a n d  p roposed  m o n o g r a p h . 

2 . G e o r g e  H o ffnag le , D .S c., V ick Research , p resen te d  
resul ts from  a  study d e m o n s trat ing a  r ise in  sk in 
te m p e r a tu re  fo l lowing th e  top ica l  appl icat ion o f c a m p h o r  
in  concen trat ions o f 5 , 2 .5 , a n d  1  percen t. T h e  P a n e l  d id  
n o t regard  th is  study as  d e m o n s trat ing a  coun terirr i tant 
o r .rubefacient  e ffec t b u t ra ther  a  local  pharmaco log ica l  
e ffec t. N o  cl in ical  d a ta  were  p resen te d  to  d e m o n s trate 
th e  sa fe  a n d  e ffec tive use  o f th e  camphor -con ta in ing  
p roduc t. 

3 . Co rn  a n d  Cal lus  Repor t-- T h e  P a n e l  rev iewed 
c o m m e n ts rece ived from  th e  d isp lay o f th e  inform a tio n  copy  
o f its repor t in  th e  Hear ing  Clerk 's o ffice. Fo l lowing 
d iscuss ion o f these  c o m m e n ts th e  P a n e l  m a d e  th e  fo l lowing 
changes  in  its repor t: benzoca ine , euca lyp tus  oil, 
m e n tho l , a n d  thymo l  were  m o v e d  from  th e  list o f inact ive 
ingred ien ts a n d  p laced  in  C a tegory  II as  ac tive 
ingred ien ts. . . 

T h e  P a n e l  unan imous ly  app roved  a  m o tio n  th a t labe l ing  
inform a tio n  shou ld  inc lude a  warn ing  statement  th a t care  
shou ld  b e  used  to  avo id  con tac t o f th e  p roduc t wi th th e  
sk in sur round ing  th e  corn  or  cal lus. 

T h e  P a n e l  unan imous ly  a d o p te d  its Corn  a n d  Cal lus  Repor t. 

4 . Mercury  Repor t-- T h e  P a n e l  deve loped  th e  fo l lowing 
n a m e  for  its repor t: " O T C  Topica l  Mercur ia l  D rug  P roduc ts 
fo r  A n tim icrobia l  Use ." A ll i ngred ien ts a re  in  C a tegory  
II. 

. . . 
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Mercuric Oleate-- The Panel found that this agent is 
not effective as a topical antimicrobial. * 

5'. Camphor Statement --The Panel adopted its statement 
on camphor-containing drugs. The Panel concluded that OTC 
products containing greater than 2.5 percent camphor have 
a low benefit-to-risk ratio. The Panel recommended.that 
camphor be limited in OTC drug products for external use 
to less than 2.5 percent and that the quantity of camphor 
in a package be limited to a total of 360 mg per package, 
preferably in a child-proof container. 

6. Dandruff and Seborrhea Drug Products 

Alkyl isoquinolinium bromide --was placed in Category I 
for safety in a concentration up to 0.15 percent and 
Category III for effectiveness as a treatment for dandruff. 

Allantoin-- was placed in Category I for safety in 
concentrations up to 2 percent and Category 1.11 for 
effectiveness in the treatment of dandruff. 

Benzalkonium chloride --was placed in Category I for 
safety,in concentrations up to 0.2 percent and Category 
III for effectiveness in the treatment of dandruff. 

Benzocaine-- was placed in Category II for 
effectiveness as a treatment for dandruff due to lack of 
data on this use. 

Chloroxylenol (parachlorometaxylenol)--was placed in 
Category I for safety and Category III for effectiveness 
in concentrations of 2 percent in the treatment of 
dandruff. 

Entsufon sodium-- was placed in Category III for safety 
and effectiveness in concentrations up to 50 percent in 
the treatment of dandruff. 

Ethyl alcohol--was placed in Category III for 
effectiveness as a treatment for dandruff. 

Menthol-- was placed in Category I for safety in 
concentrations up to 2 percent and Category II for 
effectiveness in treating dandruff. 



Methyl benzethonium chloride--was placed in Category 
III for safety in concentrations of 1 to 1500 and Category 
III for effectiveness in the treatment of cradle cap. 

kinera oil and Glycerin --were placed in Category II ' 
for effectiveness in the treatment of dandruff. 

Povidone iodine-- was placed in Category I for safety 
in concentrations up to 7.5 percent and Category III for 
effectiveness for dandruff. . 

Salicylic acid-- was placed in Category I for safety in 
concentrations up to 5 percent and Category III for 
effectiveness in treating dandruff. -. 

Salicylic acid--sulfur --combinations reviewed 
contained salicylic acid in concentrations up to 3 percent 
and sulfur in concentrations up to 5 percent. All 
salicylic acid-sulfur combinations were placed in Category 
I for safety and Category III for effectiveness for 
dandruff. 

Thymol-- was placed in Category I for safety in a 
concentration of 0.063 percent and Category II for 
effectiveness in treating dandruff. 

7. Psoriasis-- a general discussion on the etiology of 
psoriasis was presented by a dermatologist on the Panel. 
Ingredients used to treat psoriasis will be-presented at 
the next Panel meeting. 

8. Parasiticide Report 

Copper oleate, kerosene, mercury compounds, petroleum 
distillates, and sabadilla were placed in Category II due 
to lack of data. 

Pyrethrins-- 
effectiveness 

were placed in Category I for safety and 
in a concentration of 0.1 - 0.3 percent when 

combined with the synergist piperonyl butoxide in the 
* treatment of head, body, and pubic lice. . 

9. Minutes --The Panel approved the minutes of its 
previous meeting, April 20 and 21, 1980. 

10. The Panel scheduled its next meeting for August 3 
and 4, 1980. 

11. 
23, 1980. 

The meeting was adjourned at 3:15 p.m. on June 
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